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Food and Drug Administration

CBER-98-023 Rockville MD 20857

WARNING LETTEf<

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

Sean Lance
President and CEO
Chiron Corporation
4560 Horton Street
Emeryville, California 94608-2916

Dear Mr. Lance:

During an inspection of your facility, located at 4560 Horton Street, Emery vine,
California, from May 4 to June 5, 1998, our investigators inspected your in vitro
diagnostic product and drug product operations

In \/itro Diagnostic Products

The in vitro diagnostic products are devices as defined by Section 201 (h) of the Federal
Food, Drug and Cosmetic Act (the Act). Our investigators identified violations of the
Act, Section 501(h), and of the Medical Device Quality System Regulations found in
Title 21, Code of Federal Regulations (21 CFR), Part 820, Subchapter H, as follows:

1. Failure to develop, conduct, control and monitor production processes for
handling a component, to ensure the
finished product in which ~is used conforms to its specifications
[21 CFR 820.70].

a. ~ot MFE305, which is presently in use, was manufactured
between July 1989 and August 1990, Your firm lacks data
showing ~is stable for this time period.

b The controls over the ~component have not been adequate to
detect/prevent contaminatior~. in addition, the ell’ect of reworking
has not been monitored. ~ which is not tested for bioburcien,
was filtered ~imes to remove bacteria. centrifuged ~ to
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correct packed cell volume (PCV), and reworked ~ to remove
aggregates (lot IWFE305).

2. Failure to establish, maintain, and follow adequate procedures for accepting and
documenting the acceptance of incoming product [21 CFR S20. SO(b) and
21 CFR 820.80(e)].

a. ~—~ lot MFE305 was rejected by the Therapeutics Division and
transferred to the Diagnostics Division. The Diagnostics Division
accepted ~ lot IvfFE305 but did not adequately document why
the product was accepted.

b. On_ occasions since January 1996, raw materials or
microbiological media which had not been released by Quality
Assurance were used.

3. Failure to establish and maintain adequate procedures for acceptance activities
involving retesting [21 CFR S20.80(a)]. There are at least four written procedures
addressing retesting which contain contradictory instructions, including
SOP #Q A-044 entitled Investigaiiotl Of 0111-qf t$)ec(ficaiion Results of At)oly[ical
Assays; SOP #KG057 entitled l)n’esiigdion qf Ollt-of $x?c(jlcaiiotl ResjIltsfiw

RIBA ‘“SYA A4a])tfactl{i-itg; SOP #QM-032 entitled Rcm*A40rcrial
Microbiological Tes( by ~ and SOP #QR-003 entitled (k]wiai
ltnpcc(iotl cvd Smnpiitg of Ra\~ Mo[criol.s, bThere are add itional cent radictory
retest instructions within the body of batch records.

4. Failure to establish and maintain acceptance procedures to ensure that specitied
requirements for in-process product are met [2 1 CFR 820.80(c)]:

a The poflion of each lot of RIBA HCV antigen strips designated as
set -is used for in-process testing Set eis not a representative
sample because set =is manufactured separately before the rest of
the lot.

b. In-process samples of RIBA HCV antigen strips are compared to
panels consisting of previously released units which are not
evaluated to ensure they are suitable for use as standards. On one
occasion, a lot which failed initial testing but passed retesting
was used as a standard (lot #471 1-28).

5. Failure to establish and maintain procedures for process validation in order to ‘“
ensure that processes have been adequately validated and that specified
requirements continue to be met [2 1 CFR 820.75]. Retrospective validations do
not support established processing parameters. Processing parameters specified in

device records are wider than conditions covered by retrospective validations For
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example, the specification for agitation of HCV ~
the range covered by the retrospective validation was --

6. Failure to investigate bacterial growth on the rinsing ~ control used in
bioburden testing of RIBA HCV Kit reagents in the microbiological laboratory
[21 CFR 820. loo].

7. Failure to adequately document the investigation and to identi~ the actions needed
to correct and prevent the recurrence of ~ which were found in
raw materials a~~ diagnostic use only) on ~
occasions during April and May 1998 [(21 CFR 820. 100(a)(2) and(~)].

8. Failure to analyze reagent log quality records, discrepancy reports, and records of
initial failures to identifi causes of non-conforming product, or other quality
problems [21 CFR 820. 100(a)(l )].

a. Records show the log of quality control reagents made during 1996
was reviewed during 1998. The 1998 review indicated mistakes
may have been made. For example, on some occasions
~ of ~ was used to make
ELISA wash buffer and on other occasions ~
were used.

b. SOP.#QA-087 entitled “Quality Assurance Diagnostics:
Discrepancy Report and Corrective Action Report Tracking and
Trending” does not address the need to take open discrepancy
reports and corrective action reports into account when trending

c. Initial testing failures are not tracked and trended,

9, Failure to establish and maintain procedures for receiving, reviewing, and
evaluating complaints by a formally designated unit [21 CFR 820. 198] in that there
is no written procedure addressing the reconciliation of complaints received at
Or(ho Diagnostic Systems, lnc (Ortho), distributor of your RIBA HCV 20 Kits,
with those forwarded by Ortho to Chiron Corporation

10 Failure to maintain complete records of complaints:

a. There was no record of the reply made to complainant 01647
[(2 I CFR 820. 198(e)(8)].

b. The name and address of complainant 02045 was incorrect in that
some documents indicated the complainant was from ~ and
others from - [21 CFR 820. 19S(e)(4)].
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c. The records are unclear regarding complaint 01557 in that one
document describes the problem as “package insert unclear” and
other documents describe the problem as “abnormal reactivity”
[(2 1 CFR 820. 198(e)(5)].

d Complaint 01603 refers to plates of RIBA HC\/ 2.0 Kits: however,
RIBA HCV 2.0 Kits do not contain plates[(21 CFR S20. 198(e)(5)].

Drug Products

During the inspection, our investigators also covered drug products and documented
deviations from the applicable standards and requirements of Title 21, Code of Federal
Regulations (21 CFR), Subchapter C, Part 211. These deviations cause your drug
products to be adulterated within the meaning of section 501(a)(2)(B) of the Federal
Food, Drug, and Cosmetic Act (the Act) in that the controls used for the manufacture,
processing, packing or holding of these products are not in conformance with cGMP
regulations. The deviations regarding drug manufacturing documented by our
investigators include, but are not limited to, the following.

1. Failure to establish, maintain, and follow written procedures for production and
process control designed to ensure that drug products have the identity, strength,
quality, and purity they purport or are represented to possess
[21 CFR 211.100 (a)] in that the mechanism for noti~ing your firm of changes in
the source and/or characteristics of raw materials is inadequate. The supplier of
sodium dodecyl sulfate (SDS) lot RNA151, a critical raw material in the
manufacture of Betaseron, changed the source oft he raw material wit bout
notifiing Chiron. A portion of SDS lot RNA I 51 would not dissolve and it
appeared abnormal. SDS lot RNA1 51 was used in the manufacture Oi- lots of
Betaseron finished product which were being held at the time of the inspection
pending a determination of whether this raw material had adverse affects on the
finished product.

2, Failure to document production procedures at the time of performance
[21 CFR211, 100 (b)]. On May 6 and 18, 1998, the completion of production
steps was recorded on the batch records prior to actual completion

3. Failure to thoroughly investigate four 1998 complaints that Betaseron would not
dissolve and 146 complaints in 1997 of broken vials of Betaseron
[21 CFR211. 198(b)(2)]

4, Failure to validate the compatibility of drug products with the filters used to
sterilize them [21 CFR 211.113 (b)]

5. Failure to veri~ the suitability of ~. chromatography assays
under actual conditions of use [21 CFR 211.194 (a) (2)]
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Failure to base release of components on appropriate statistical criteria
[21 CFR211. 160(b)]. On two occasions, components which failed initial testing
for - vere released based on retesting ofa new sample. The
investigation did not justifi the decision to accept the passing analyses over the
reject analyses.

The written response dated July 2, 1998, which addresses observations # 11-47 on the
Form FD-483 issued at the close of the inspection is under review. You will receive our
assessment. of your responses upon completion of our review. Corrective actions
addressed in your previous letter may be referenced in your response to this letter, as
appropriate.

The above identified deviations are not intended to be an all inclusive list of deficiencies at
your facility. It is your responsibility to assure that your facility is in compliance with all
the provisions of the Federal Food, Drug and Cosmetic Act and all applicable regulations,

You should take prompt action to correct these deviations. Failure to promptly correct
these deviations may result in regulatory action without further notice. Such action
includes license suspension and/or revocation, seizure and/or injunction, and/or civil
penalties.

Federal agencies are advised of the issuance of all warning letters about drugs and devices
so that they may take this information into account when considering the award of
contracts

You should notify the Food and Drug Administration in writing, within 15 working days
of receipt of this letter, of the specific steps you have taken to correct the noted violations
and to prevent their recurrence. If corrective actions cannot be completed within 15
working days, state the reason for the delay and the time within which the corrections will
be completed. All corrective actions will be verified during reinspection of your facility.
Your reply should be sent to the Food and Drug Administration, Center for Biologics
Evaluation and Research, 1401 Rockville Pike, Suite 200 N, Rockville,
Maryland 20852-1448, Attention: Division of Case Management, HFM-61O.

Sincerely.

bdiel Michels
Acting Director
OffIce of Regional Operations
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cc: Bernardita Mendez, Ph, D.
Vice President, Regulatory Affairs
Chiron Corporation
4560 Horton Street
EmeryviIle, California 94608-2916


